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which now is a standard for rigorous tests of any new medical treatment (Kraemer, 1977). Using this design, one or more drugs are compared either to a medically inert placebo or to a drug with proven efficacy. The minimal requirement is that both patient and investigator be "blind to," i.e., unaware of the identity of, the medication being given. Use of the double-blind technique greatly eases problems of unconscious bias of patient and physician in evaluating drug effects.
The need for accurate measures of treatment effects was especially great in depression, because many patients have a spontaneous remission. Well-controlled studies estimate placebo response rates to be about 16 percent for chronically depressed and 46 percent for acutely ill patients (Klerman, 1972; Davis, 1976). Even with this high spontaneous remission rate, anti-depressants have consistently proven to be effective treatments for depression. For example, tricyclic antidepressants, the most widely used class of antidepressant drugs, are more effective than placebo for acute treatment of a depressive episode in about two thirds of studies (Berger, 1977). About 80 percent of acutely depressed patients respond to available pharmacological thei»pies and psychotherapies. As another aspect of efficacy, investigators have shown that maintenance treatment with tricyclics for up to a year significantly decreases the relapse rate of depressed patients. Thus, tricyclics both provide acute relief of depressive symptoms and delay or prevent their return.
Despite the success of the tricyclics, the drugs are not ideal. They take at least two and up to six weeks to begin relieving the symptoms of depression. They also have numerous side effects that, in some patients, can be severe enough to prohibit their continued use (Berger, 1977). An especially unfortunate feature of tricyclics is their toxicity at high doses: overdoses can be fatal, making the drugs particularly dangerous for exactly the patients who need them most urgently—namely, depressed patients with suicidal ideation. Also, tricyclics cannot help every patient, and as yet there is no way to predict who will respond. Some patients fail to respond to one antidepressant but have a dramatic response to a second type. During the two to three months necessary to find the correct drug, patients continue to suffer and remain at risk of suicide. The search for new and better drugs continues (Feighner, 1981).
The discovery that lithium salts are an effective treatment of mania has had an impact both at a clinical and at a basic science level (Gershon and Shopsin, 1973). By means that still are unclear, lithium provides selective relief from the severe symptoms of manic psychosis and may also be of benefit in treating some subgroups of depressed patients. Clinical effects are truly dramatic. Lithium is considerably safer than the antidepressants but can produce serious side effects and is potentially fatal in excessiveand psychosocial risk tactors of sudden death from coronary disease in white women. Am. J. Cardiol. 39:858-864, 1977.a, R. A., Lown, B., and Murawski, B. J. Acute psychological
